Objective: Liraglutide, when titrated according to the package insert, has a 20% incidence of nausea. More recently, liraglutide was studied in combination with insulin degludec. The titration schedule for the combination injection is considerably slower than that recommended for liraglutide alone, and has only a 9% incidence of nausea.
INTRODUCTION
Liraglutide is available as a treatment for type 2 diabetes at a maximum dose of 1.8 mg/day, or as a weight-loss drug at a maximum dose of 3.0 mg/day. The most common side effect limiting its use is nausea, and the package insert warns of a 20% incidence of nausea at the 1.8 mg dose (1) . The recommended titration schedule is to begin with 0.6 mg daily, and to increase weekly by 0.6 mg until the maximum dose is achieved. Liraglutide has been studied as a combination injection together with insulin degludec (2) . In published trials, the titration schedule for the combination used an increase of 0.07 mg twice a week of liraglutide, which calculates to an increase of 0.14 mg/week. The published incidence of nausea was only 7.8 to 9.0%. In a head-to-head trial, the titration schedule for liraglutide resulted in a 20% incidence of nausea, compared to 9.0% in the combination titration schedule, where both arms achieved the same dose of 1.8 mg/day (3).
Patients were identified who failed to reach the maximum dose of liraglutide due to nausea and vomiting using the recommended titration schedule. After the combination studies were published, I reasoned that slower titration might improve tolerability for these patients.
CASE REPORTS
Three patients were started on liraglutide at 0.6 mg/ day. After 1 week they were advised to increase their dose by only 2 or 3 clicks every 4 to 14 days (each click, though not marked, is 0.06 mg, resulting in a weekly increase of 0.09 to 0.18 mg), comparable to the titration schedule reported in the combination studies (see Table 1 ). Patients were told to dial to 1.2 mg and then add an additional 2 or 3 clicks during the first week followed by 4 or 6 clicks during the second, and so on, until they achieved the 1.8-mg dose. They were warned that there would not be markings on the pen at the intermediate doses.
So far, all 3 patients, previously intolerant of high doses of liraglutide due to severe nausea and/or vomiting, have been able to tolerate injections at doses of 1.8 mg for 6 months or longer.
